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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
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- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)13 Responsive to communication(s) filed on 10/25/07 . 
2a)E3 This action is FINAL. 2b)D This action is non-final. 

3)D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

AM Claim(s) 66-69. 72-74.82. 115-128. 130. 131. 134-152. 154.155. 158-171 is/are pending in the application. 
4a) Of the above claim(s) 120.122.144.146 and 166-171 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E3 Claim(s) 66-69. 72-74. 82. 1 15-1 19. 121. 123-128. 130. 131. 134-143. 145.147-152.154. 155. 158-165 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/ are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) 13 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 
Election/Restrictions 
This application contains new claims 166-171 drawn to an invention nonelected with 
traverse in the reply filed on 10/3 1/06. A complete reply to the final rejection must include 
cancellation of nonelected claims or other appropriate action (37 CFR 1.144) See MPEP 
§821.01. 

Claims 120, 122, 144, 146, and target gene encoding a viral DNA polymerase, viral coat, 
or a visually-detectable gene in claims 163-165 remain withdrawn from further consideration 
pursuant to 37 CFR 1.142(b) as being drawn to a nonelected species, there being no allowable 
generic or linking claim. Election was made without traverse in the reply filed on 12/29/06. 

Information Disclosure Statement 

The information disclosure statement (IDS) submitted on 10/25/07 was filed after the 
mailing date of the non-final rejection on 4/25/07. The submission is in compliance with the 
provisions of 37 CFR 1 .97. Accordingly, the information disclosure statement is being 
considered by the examiner. 

The information disclosure statement filed 10/25/07 fails to comply with the provisions 
of 37 CFR 1.97, 1.98 and MPEP § 609 because several of the articles are missing the title and/or 
date. It has been placed in t he application file, but the information referred to therein has not 
been considered as to the merits. Applicant is advised that the date of any re-submission of any 
item of information contained in this information disclosure statement or the submission of any 
missing element(s) will be the date of submission for purposes of determining compliance with 
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the requirements based on the time of filing the statement, including all certification 
requirements for statements under 37 CFR 1.97(e). See MPEP § 609.05(a). 

Priority 

It is not apparent if the oath incorrectly lists the foreign document as PP 2292. The 
number of the foreign document appears to be PP 2492, See document in parent application 
(09/100,812 and 10/346,853). 

The foreign application PP2492 cited in the cross reference on page 1 of the specification 
is disclosed in an application data sheet, but is not disclosed in the oath. It is noted that a petition 
for unintentionally delayed claim for priority under 37 CFR 1.78(a)(3) filed on 12/28/06 in 
parent application (10/346,853) is pending. Exhibit A disclosing the oath for application 
09/646,807 is moot since this application is not related to that application. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 66-69, 72, 82, 115-119, 121, 123-128, 130, 131, 134-143, 145, 147-152, 154, 155, 
158-165 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the written 
description requirement. The claim(s) contains subject matter, which was not described in the 
specification in such a way as to reasonably convey to one skilled in the relevant art that the 
inventor(s), at the time the application was filed, had possession of the claimed invention. 
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The instant claims are broadly drawn and read on a synthetic construct which is capable 
of delaying, repressing or otherwise reducing the expression of a target gene in an animal cell. 
The broadest claims are not limited to any particular target genes from any particular organisms, 
reading on a large number of dsRNAs that are made that are substantially identical to at least any 
portion of any selected target gene from any source, that will function, as an dsRNA, to modulate 
gene expression. In view of the elected species, the claims read on a genus of target genes 
encoding RNA polymerase from a genus of ssRNA viruses. 

However, the specification as filed does not provide an adequate written description of 
the vast genus of dsRNAs that are substantially identical to at least any portion of any selected 
target gene, that will function, commensurate with the breadth of what is claimed, as siRNAs to 
reduced duplex stability, to modulate (reduce or induce, for example) the expression of any 
target RNA molecule. 

The specification as filed provides description or limiting definition of what is 
encompassed by substantial identity to a portion of a selected target gene or what it means to be 
substantially identical to a portion of a selected target gene. The specification as filed provides 
description or limiting definition of what is encompassed by a portion of a selected target gene. 
As discussed above under the priority section, the instant specification provides a general 
description of (pages 7-1 1) wherein it discloses that they are those dsRNAs that effective in 
achieving modulation or attenuation of gene expression. The specification discloses minimal 
examples of methods of making dsRNAs as claimed (page 25-39). 

Therefore, in disclosing only broad and general guidance in regards to what is claimed, 
which is a method of making a dsRNA that is substantially identical to at least any portion of any 
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selected target gene, that will function, commensurate with the breadth of what is claimed, as 
dsRNAs to modulate (reduce or induce, for example) the expression of that selected target gene 
and only limited examples of the claimed dsRNAs, the specification does not provide a 
representative number of species of the method of making, as claimed, that would be sufficient 
to show possession of the vast genus of methods now claimed. 

The specification does not provide the specific description that would be required to 
reasonably lead one of skill in the art to the instant invention or that would allow the skilled 
artisan to recognize that Applicant was in possession of the instant invention. The specification 
does not disclose how to make a representative number of species of the claimed genus with the 
desired biological function. The prior art does not supplement how to make a representative 
number of species of the claimed genus with the desired biological function (See Parrish et al. 
(Molecular Cell 6: 1077-1087, 2000, Perkel, The Scientist, pages 1-5, 2006, Shi TRENDS in 
Genetics 19: 9-12, 2003, and Vickers et al., The Journal of Biological Chemistry, 278:7108- 
7118, 2003). See Fujikawa v. Wattanasin, 93 F.3d 1559, 1571, 39 USPQ2d 1895, 1905 (Fed. 
Cir. 1996). Furthermore, the art of record as evidenced by Elbashir et al. 2001 (cited on a PTO 
1449, 1/15/04) who provide a general outline for the construction of interfering RNAs (siRNAs) 
and point out that target recognition for interfering RNAs is highly sequence specific and that the 
nucleotide sequence at the target site and/or the accessibility of the target RNA structure may be 
responsible for variations in efficiency observed in their experiments with siRNA (pg. 6885, col. 
2). 

MPEP§2163[R-2] I. states: 
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To satisfy the written description requirement, a patent specification must describe the claimed invention in 
sufficient detail that one skilled in the art can reasonably conclude that the inventor had possession of the 
claimed invention. See, e.g., > Moba, B.V. v. Diamond Automation, Inc., 325 F.3d 1306, 1319, 66 USPQ2d 
1429, 1438 (Fed. Cir. 2003);< Vas-Cath, Inc. v. Mahurkar, 935 F.2d at 1563, 19 USPQ2d at 1 1 16. The 
fundamental factual inquiry is whether the specification conveys with reasonable clarity to those skilled in the 
art that, as of the filing date sought, applicant was in possession of the invention as now claimed. See, e.g., Vas- 
Cath, Inc., 935 F.2d at 1563-64, 19 USPQ2d at 1 1 17. Possession may be shown in a variety of ways including 
description of an actual reduction to practice, or by showing that the invention was "ready for patenting" such 
as by the disclosure of drawings or structural chemical formulas that show that the invention was complete, or 
by describing distinguishing identifying characteristics sufficient to show that the applicant was in possession of 
the claimed invention. See, e.g., Pfaff v. Wells Elecs., Inc., 525 U.S. 55, 68, 1 19 S.Ct. 304, 312, 48 USPQ2d 
1641, 1647 (1998); Eli Lilly, 1 19 F.3d at 1568, 43 USPQ2d at 1406; Amgen, Inc. v. Chugai Pharmaceutical, 
927 F.2d 1200, 1206, 18 USPQ2d 1016, 1021 (Fed. Cir. 1991) (one must define a compound by "whatever 
characteristics sufficiently distinguish it"). 

An applicant may also show that an invention is complete by disclosure of sufficiently detailed, relevant 
identifying characteristics which provide evidence that applicant was in possession of the claimed invention, 
i.e., complete or partial structure, other physical and/or chemical properties, functional characteristics when 
coupled with a known or disclosed correlation between function and structure, or some combination of such 
characteristics. > Enzo Biochem, 323 F.3d at 964, 63 USPQ2d at 1613. 

In the instant case, Applicant has not provided adequate written description of their 
invention because the specification does not convey, with reasonable clarity to those of skill in 
the art, as of the filing date sought, that applicant was in possession of the invention now 
claimed. Applicant has not shown how the invention was "ready for patenting" such as by the 
disclosure of a method as claimed, that made an dsRNA that is substantially identical to at least 
any portion of any selected target gene, that will function, commensurate with the breadth of 
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what is claimed, as dsRNAs that is capable of delaying, suppressing, or otherwise reducing the 
expression of that selected target gene, for example. 

Applicant's arguments filed 10/25/07 have been fully considered but they are not 
persuasive. 

In response to applicant's argument that written description rejection is overcome 
because the amendment removes the functional language recited in the claims, the argument is 
not found persuasive because the only function disclosed for the claimed structure. Thus, the 
claims still read on the function. The specification does sufficiently disclose a structure/function 
correlation between the construct taught in the specification to the claimed genus of nucleotide 
sequences each of which is substantially identical to a target gene in an animal cell. 

In response to applicant's argument that the written description is provides in the 
specification because the specification provides contemplation of the claimed genus of 
nucleotide sequence, the argument is not found persuasive because the generic description in the 
specification for the claimed genus does not provide sufficient description for the claimed genus 
of nucleotide sequences. See Univ. of Rochester v. G.D. Searle & Co., 358 F.3d 916, 927, 69 
USPQ2d 1886, 1894-95 (Fed. Cir. 2004). As discussed on page 1 of the specification, "Current 
methods for down-regulating gene expression using recombinant DNA technology comprise the 
introduction of a transgene to the cell which is capable of repressing expression of an 
endogenous target gent, either transcriptionally or post-transcriptionally". "However, the precise 
mechanism is not known." "Moreover, the efficiency of current approaches is low and 
the results are variable and unpredictable." In view of this, the skilled artisan could not rely on 
the prior art to supplement for teachings not disclosed in the specification. 
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Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 35 1(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

Claims 66, 67, 68, 69, 72, 73, 74, 82, 1 15, 1 17-1 19, 121, 123-125, 128, 130-131, 134- 
139, 141-143, 145, 147, 148, 149, 152, 154-155, 158-165 are rejected under 35 U.S.C. 102(e) as 
being anticipated by Fire et al (US 6,506,559, cited on a PTO-1449). 

The term "antisense orientation" in dependent claims 68, 69, and 164 reads on one of the 
sequences being the antisense of a target gene in an animal cell. 

Fire teaches a vector comprising a construct comprising a promoter operably linked to a 
nucleotide sequence comprising dsRNA comprising a sense strand and an antisense strand of the 
target gene (columns 4 and 9). The structural gene can comprise one or more strands of the 
nucleotide sequence (column 4). The dsRNA may be formed by a single self-complementary 
RNA strand or two complementary RNA strands (column 7). A single self-complementary 
strand would indicate that the two nucleotides are sequences which would read on a stuffer 
between the two sequences. The construct comprises a regulatory region including 
polyadenylation (columns 8-9). The nucleotide sequence may be at least 25 or 50 bases (column 
8). The vector can be introduced into a cancerous cell, including cancer cells find in humans 
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(column 9-10). A viral vector or lipid mediated carrier transport can be used as the vector 
(column 9). The cell can comprise a target gene at risk from a pathogen including HIV or can be 
from several different types of animals (columns 4, 8, and 10). The construct can comprise a 
structural gene with an intron. In addition, the structural gene can comprise a 5' or 3' 
untranslated region (column 20). The structural gene can be less than 2.0 kilobases (table 1 and 
Figure 1). 

Applicants arguments filed 10/25/07 have been fully considered but they are not 
persuasive. 

In response to applicant's arguments that Fire teaches two complementary sequences not 
two identical sequences and the examiner has not cited support for where Fire teaches this 
limitation, the argument is not found persuasive because Fire teaches that that the structure 
strand can comprise one or more strands of the nucleotide sequence (column 4). This would read 
on using one or more identical sequences. In addition, the term "antisense orientation" in 
dependent claims 68, 69, and 164 reads on one of the sequences being the antisense of a target 
gene in an animal cell. 

In response to applicant's argument that Fire does not teach a synthetic gene comprising 
two promoters are active in an animal cell, the argument is not found persuasive because the 
instant claims do not recite two promoters. For example, claims 66 and 63 recite, "two identical 
sequences placed under control of a single promoter" 

The Declaration filed on 10/25/07 under 37 CFR 1.131 has been considered but is 
ineffective to overcome the reference. The Declaration is directed to a different application 
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(90/007,247) that could contain claims with different structural and functional limitations. It is 
not apparent how the Declaration pertains to the instant claims and the claims from '247. 



Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 
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Claims 68, 126, 138, and 150 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Fire et al (US 6,506,559, cited on a PTO-1449) taken with Ladner et al (US 5,198,346). 
Fire teaches a vector comprising a construct comprising a promoter operably linked to a 
nucleotide sequence comprising dsRNA comprising a sense strand and an antisense strand of the 
target gene (columns 4 and 9). The dsRNA may be formed by a single self-complementary RNA 
strand or two complementary RNA strands (column 7). The construct comprises a regulatory 
region including polyadenylation (columns 8-9). The nucleotide sequence may be at least 25 or 
50 bases (column 8). The vector can be introduced into a cancerous cell, including cancer cells 
find in humans (column 9-10). A viral vector or lipid mediated carrier transport can be used as 
the vector (column 9). The cell can comprise a target gene at risk from a pathogen including 
HIV or can be from several different types of animals (columns 4, 8, and 10). The target gene 
can be an endogenous from in a human cell (columns 4 and 10-11). The construct can comprise 
a structural gene with an intron. In addition, the structural gene can comprise a 5' or 3' 
untranslated region (column 20). The structural gene can be less than 2.0 kilobases (table 1 and 
Figure 1). The structural gene can comprise one or more strands of the nucleotide sequence 
(column 4). However, Fire does not specifically teach separating a construct comprising the 
structural gene sequences with a stuffer sequence of nucleotides 10-50 nucleotides in length. 

However, at the time the invention was made, Lander teaches using a stuffer fragment 
having above about 10 nucleotides to introduce a stop codon or a unique restriction site (column 
136 and Table 704). Lander teaches using a transcription termination sequence and a promoter 
to regulate transcription of the gene (column 136). 
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It would have been prima facie obvious to a person of ordinary skill in the art at the time 
the invention was made to combine the teaching of Fire taken with Ladner, namely to produce a 
construct comprising a structural gene with a stuffer sequence. One of ordinary skill in the art 
would have been motivated to combine the teaching to introduce a termination site after the 
sense strand or a unique restriction sequence for cloning purposes. 

In addition, it would have been prima facie obvious to a person of ordinary skill in the art 
at the time the invention was made to combine the teaching of Fire taken with Ladner, namely to 
produce an isolated animal cell comprising a construct comprising a structural gene with a stuffer 
sequence. One of ordinary skill in the art would have been motivated to combine the teaching 
for studying inhibition in animal cells in vitro using the construct with or without a stuffer 
sequence. 

In addition, it would have been prima facie obvious to a person of ordinary skill in the art 
at the time the invention was made to combine the teaching of Fire taken with Ladner, namely to 
produce a construct comprising a structural gene with a stuffer sequence, wherein the structural 
gene is operably linked to a promoter and termination sequence. One of ordinary skill in the art 
would have been motivated to combine the teaching for signaling termination of the 
transcription. On pages 22-23 of the instant specification, the applicant teaches that any 
promoter and termination sequence may be used. 

In view of the teaching of Fire (columns 8-9), one of ordinary skill in the art would have 
had a reasonable expectation of success of producing the dsRNA construct. 

Therefore the invention as a whole would have been prima facie obvious to one ordinary 
skill in the art at the time the invention was made. 
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Applicant's arguments filed 10/25/07 have been fully considered but they are not 
persuasive. 

With respect to arguments against Fire, the arguments and the Declaration are not found 
persuasive for the reasons set forth under the 102(e) rejection by Fire. 

In response to applicant's arguments against the references individually, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). This is the case here. The 
totality of the prior art of record teaches using a nucleotide sequence to separate a nucleotide 
sequence in a vector for cloning purposes or isolating a nucleotide sequence. "The combination 
of familiar elements according to known methods is likely to be obvious when it does no more 
than yield predictable results." See KSR v. Telejlex, 550 U.S. , 127 S. Ct. 1727 (2007). 

Claims 68, 127, 138, and 151 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Fire et al (US 6,506,559, cited on a PTO-1449) taken with German et al. (US 6,225,290). 
Fire teaches a vector comprising a construct comprising a promoter operably linked to a 
nucleotide sequence comprising a sense strand and an antisense strand of the target gene 
(columns 4 and 9). The construct comprises a regulatory region including polyadenylation 
(columns 8-9). The nucleotide sequence may be at least 25 or 50 bases (column 8). The vector 
can be introduced into a cancerous cell, including cancer cells find in humans (column 9-10). 
The target gene can be an endogenous from in a human cell (columns 4 and 10-11). The 
structural gene can comprise one or more strands of the nucleotide sequence (column 4). 



» 
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However, Fire does not specifically teach separating a construct comprising the structural gene 
sequences with a stuffer sequence comprising an intron, wherein the stuffer sequence spatially 
separates the gene sequences. In view of the breadth of the term "two copies are spatially 
separated by a stuffer fragment which comprises an intron" the term reads on the stuffer being 
located between the two sequences including the stuffer being located before the first structural 
gene in a circular plasmid. 

However, at the time the invention was made, German teaches that including one or more 
introns in a construct can increase the level of expression of a DNA of interest in the construct 
(columns 7-8). German teaches inserting the intron into the construct at a 5' position to the DNA 
of interest (Column 8). 

It would have been prima facie obvious to a person of ordinary skill in the art at the time 
the invention was made to combine the teaching of Fire taken with German, namely to produce 
an isolated animal cell comprising a construct comprising a structural gene with a stuffer 
sequence comprising an intron. One of ordinary skill in the art would have been motivated to 
combine the teaching to improve the efficient of expression of the structural genes by placing an 
intron 5' to each structural gene. 

In view of the teaching of Fire (columns 8-9), one of ordinary skill in the art would have 
had a reasonable expectation of success of producing the dsRNA construct. 

Therefore the invention as a whole would have been prima facie obvious to one ordinary 
skill in the art at the time the invention was made. 

Applicant's arguments filed 10/25/07 have been fully considered but they are not 
persuasive. 
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With respect to arguments against Fire, the arguments and the Declaration are not found 
persuasive for the reasons set forth under the 102(e) rejection by Fire. 

In response to applicant's arguments against the references individually, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). This is the case here. The 
totality of the prior art of record teaches including introns in a construct to increase the level of 
expression of a DNA of interest as taught by German. "The combination of familiar elements 
according to known methods is likely to be obvious when it does no more than yield predictable 
results." See KSR v. Teleflex. 

Claims 68, 116, 139, and 140 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Fire et al (US 6,506,559, cited on a PTO-1449) taken with Cowsert et al (US 5,580,767). 
Fire teaches a vector comprising a construct comprising a promoter operably linked to a 
nucleotide sequence comprising a sense strand and an antisense strand of the target gene 
(columns 4 and 9). The construct comprises a regulatory region including polyadenylation 
(columns 8-9). The nucleotide sequence may be at least 25 or 50 bases (column 8). The vector 
can be introduced into a cancerous cell, including cancer cells find in humans (column 9-10). 
The target gene can be an endogenous from in a human cell (columns 4 and 10-11). The 
structural gene can comprise one or more strands of the nucleotide sequence (column 4). 
However, Fire does not specifically teach targeting RNA polymerase of a viral gene. 
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However, at the time the invention was made, Cowsert teaches antisense for inhibiting 
RNA polymerase (column 3). 

It would have been prima facie obvious to a person of ordinary skill in the art at the time 
the invention was made to combine the teaching of Fire taken with Cowsert, namely to produce 
an isolated animal cell comprising a construct comprising a structural gene encoding RNA 
polymerase of a virus. One of ordinary skill in the art would have been motivated to combine 
the teaching to improve the efficiency of inhibiting the virus. 

In view of the teaching of Fire (columns 8-9) and Cowsert (column 3), one of ordinary 
skill in the art would have had a reasonable expectation of success of producing the animal cell 
comprising the dsRNA construct. 

Therefore the invention as a whole would have been prima facie obvious to one ordinary 
skill in the art at the time the invention was made. 

Applicant's arguments filed 10/25/07 have been fully considered but they are not 
persuasive. 

With respect to arguments against Fire, the arguments and the Declaration are not found 
persuasive for the reasons set forth under the 102(e) rejection by Fire. 

Applicant argues that antisense art is not analogous to siRNA technology. Contrary to 
applicant's assertion, antisense art is certainly considered analogous to siRNA technology and is 
considered to be in the same field as applicant's endeavor and reasonably pertinent to the 
particular problem, which in the instant case is delivery of sequence specific nucleic acid 
therapeutics (see Fire, US 6,506,559), 
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In response to applicant's arguments against the references individually, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co,, 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). This is the case here. The 
totality of the prior art of record teaches dsRNA is more efficient at inhibiting gene expression 
than using antisense as taught by Fire. "The combination of familiar elements according to 
known methods is likely to be obvious when it does no more than yield predictable results." See 
KSR v, Teleflex. 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 
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Claims 66-69, 72-74, 82, 115-119, 121, 123-128, 130, 131, 134-143, 145, 147-152, 154, 
155, and 158-165 are rejected on the ground of nonstatutory obviousness-type double patenting 
as being unpatentable over claims 1-6, 11-15, and 19-21 of Patent No. 6,573,099. Although the 
conflicting claims are not identical, they are not patentably distinct from each other because both 
set of claims are directed to a construct capable of producing dsRNA. 

Applicant's arguments filed 10/25/07 have been fully considered but they are not 
persuasive. In response to applicant's argument that the amendment to the claims overcomes the 
rejection, the argument is not found persuasive because the claims either read on the instant 
claims or are an obvious variant of the claims form 6 099. In addition, other than reciting the 
amendment to the claims, the applicant does not argue how the claims are not obvious of the 
claims from '099. 

It is noted that applicant request the rejection be held in abeyance pending indication of 
allowable subject matter in the instant application or the resolution of reexamination of the '099 
patent. 

Claims 66-69, 72-74, 82, 123-128, 130-131, 134-138, 147-152, and 158-162 are 
provisionally rejected on the ground of nonstatutory obviousness-type double patenting as being 
unpatentable over claims 56, 59, 60, 62, 63, 65-67, 77-101, and 107 of copending Application 
No. 09/646,807. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because both set of claims read on an animal cell comprising a construct 
comprising two identical sequences to a target gene in an animal. 
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This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

Applicant's arguments filed 10/25/07 have been fully considered but they are not 
persuasive. 

It is noted that applicant request the rejection be held in abeyance pending indication of 
allowable subject matter in the instant application or the resolution of reexamination of the '099 
patent. 

Claims 66-69, 72-74, 82, 123-128, 130-131, 134-138, 147-152, and 158-162 are 
provisionally rejected on the ground of nonstatutory obviousness-type double patenting as being 
unpatentable over claims from copending Application Nos. 10/346,853, 10/646,070, and 
1 1/364,183. Although the conflicting claims are not identical, they are not patentably distinct 
from each other because both set of claims read on an animal cell comprising a construct 
comprising two identical sequences to a target gene in an animal. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

Applicant's arguments filed 10/25/07 have been fully considered but they are not 
persuasive. 
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Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Brian Whiteman whose telephone number is (571) 272-0764. 
The examiner can normally be reached on Monday through Friday from 6:30 to 4:00 (Eastern 
Standard Time), with alternating Fridays off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Douglas Schultz, SPE - Art Unit 1635, can be reached at (571) 272-0763. 

Papers related to this application may be submitted to Group 1600 by facsimile 
transmission. Papers should be faxed to Group 1600 via the PTO Fax Center. The faxing of 
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such papers must conform with the notice published in the Official Gazette, 1096 OG 30 
(November 15, 1989). The Fax Center number is (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 



/Brian Whiteman/ 

Primary Examiner, Art Unit 1635 



